Section of Dermatology
President-J. E. M. WIGLEY, F.R.C.P. [December 18, 1947] Rheumatic Nodules: Granuloma Annulare.-R. E. BOWERS, M.B.
Mrs. R. S., aged 25.
In 1943 a subcutaneous swelling appeared just below the left olecranon process. Shortly afterwards a similar tumour appeared at the same site on the opposite side.
The patient had been healthy until January 1939, when she was admitted to St. Giles' Hospital with acute bilateral salpingo-oophoritis, a left-sided pyosalpinx and a pelvic abscess. No gonococci found. She was treated conservatively and discharged in March 1939. In 1943 she began to develop rheumatism in the feet, and subsequently in the joints. About the same time the tumours appeared on the forearms.
When first seen at St. Thomas's Hospital in October 1945 she had two lobulated firm subcutaneous swellings in the positions described, freely mobile under the skin and just movable over the bone. Section of the tumour on the left side showed principally masses of endothelial cells and an area of necrosis surrounded by endothelial cells arranged in palisade fashion. The histological appearances suggested granuloma annulare and this was confirmed by Dr. Freudenthal.
The patient was next seen in September 1947, when she also had a small flat plaque on the right foot which clinically suggested granuloma annulare. One of the main lesions was excised.
The W.R. and gonococcal complement fixation tests are negative.
Histology.-(I) Specimen taken in 1945: A small area of necrosis with endothelial cells in palisade arrangement at the periphery. Elsewhere masses of endothelial cells without necrosis, and much young connective tissue. In the endothelial masses many new blood vessels.
(2) Tumour excised in September 1947: Similar to the above except that the areas of necrosis are many and large, and the whole process is accompanied by extensive fibrosis.
Comments.-Large nodules of this type occur in chronic rheumatoid arthritis. In their early stages they show much endothelial proliferation and new vessel formation, but later there appear centres of necrosis surrounded by endothelial cells in a palisade arrangement. Fibrous tissue is laid down round these foci, which eventually may undergo cystic degeneration.
At the stage of necrosis the histological picture may be indistinguishable from that of well-developed granuloma annulare. Dr. Parkes Weber in "Rare Diseases" (1947) quotes Freudenthal as saying that this is so. Dr. A. J. Rook has recently drawn my attention to H. Keil's article (Medicine, 1938, 17, 261) in which this resemblance is mentioned, and Dr. Freudenthal has pointed out another reference to it, i.e. H. Jaeger (1946) Dermatologica, 92,
325.
In the present case the diagnosis of chronic rheumatic nodules would seem more likely than granuloma annulare. The object in presenting it is to emphasize the histological similarity of the two conditions, and even a certain clinical resemblance. Is it possible that they are related in some way?
Dr. F. Parkes Weber: The histology of the large elbow nodule is certainly that of the typical necrobiotic nodules of rheumatoid arthritis, and, in fact, the patient's fingers resemble those of not very active and not far advanced rheumatoid arthritis.
Dr. G. B. Dowling: About six weeks ago a doctor of 57 saw me for a ringed lesion over two knuckles on the right hand. This he had diagnosed himself as granuloma annulare, but, oddly enough, he did not connect the ringed lesion on the hand with a far more striking lesion on the left elbow. This, a firm subcutaneous tumour-like swelling, began to develop over the posterior border of the left ulna a little below the elbow about two years ago; shortly afterwards a plaque appeared on the back of the right hand which spread, gradually becoming ringed.
He had sciatica three years ago followed later by swelling of fingers and pain in the lower back muscles. Mild degree of pain in muscles and joints persisted.
He exhibited on the back of the right hand a ringed nodular lesion centred by the knuckles of the first and second fingers; on the extensor aspect of the left forearm about an inch below the elbow a subcutaneous tumour-like lesion, freely movable under the skin and over the underlying bone. It felt like a lobulated mass of small firm tumours. Slight swelling of one or two finger-joints was present.
The case is similar in every respect to that presented by Dr. Bowers except that there is one lesion less and the patient shows less rheumatic change.
I was personally unaware that any histological similarity between granuloma annulare and the rheumatic nodule was known to exist. However, Dr. Bowers pointed out to me that this was so, and it was brought home to me again by Dr. Haber in connexion with a third case of the same kind MAY-DERM. 1 which I saw at St. John's Hospital. A section of one of the lesions in this case showed changes which were characteristic of granuloma annulare but Dr. Haber remarked in his report that they might equally be found in the nodules of rheumatoid arthritis. This patient had lesions on the forearms and fingers. Unfortunately, I saw her only once and omitted to ask her whether she suffered from rheumatism or not.
Both the case shown to-day and my case have lesions which are characteristic of rheumatic nodules, and each has one which is clinically suggestive of granuloma annulare.
These two facts, namely, histological and clinical similarity, do appear to point to the possibility of a common factor. There is, in addition, a characteristic third similar feature, that of distribution over bony prominences.
Dr. F. Parkes Weber: The similarity in the microscopic features of granuloma annulare and the necrobiotic nodules of rheumatoid arthritis, which was generally supposed to be unrelated by xtiology, is made more confusing still by a case like this important one of Dr. Dowling's.
Dr. A. C Roxburgh: In 1936 I showed three cases of granuloma annulare at the meeting of the British Association of Dermatology (Brit. J. Derm., 48, 633). One was typical, but one of the others had lesions on the elbows exactly the same as in Dr. Bowers' case and apparently also that of Dr. Dowling's, and they were diagnosed on the strength of the section as being granuloma annulare. , 40, 699.) At the age of 16 years he was six feet tall, plump, with well-developed genitalia and hair growth of the face and limbs. The skin of the face, chest and back was intensely seborrhoeic with comedones, acne pustules and abscesses. In the armpits and perianal area, large deep abscesses communicated with each other, leaving epithelial bridges, and granulating, puscovered ridges. The buttocks and perianal skin were grossly involved and indurated with subcutaneous abscesses and numerous sinuses.
Four years' continuous local treatment and general measures for his severe anaemia (Hb. 60%) led to some improvement.
In May 1947, Dr. Peter Bishop implanted 300 mg. of stilboestrol, and to-day the effects of this treatment are to be seen. The skin of the face has become fine and delicate, and is no longer seborrheeic. The abscesses of the axilke and perianal area are fewer, and the skin in these regions is less indurated. The breasts are enlarged, the external genitalia smaller, and he has lost his libido.
The pellet of oestrogen has probably been largely absorbed by this time, as is shown by the regrowth of fine, fluffy hair on the face. The areola of the breasts had become diffusely pigmented, but this pigment is now seen as patchy brown areas in the superficial layers of the epidermis, and is being desquamated.
Another interesting manifestation of the declining activity of the cestrogen is the flushing of his face, which was noticeable during the past month. He himself has been aware of this flushing particularly during the afternoon-a symptom comparable to menopausal flushing.
In this patient the effects of implanted (estrogens are observed-namely breast enlargement, shrinkage of the penis and probably the testicles, diminution in activity and size of sebaceous glands, and refinement and feminization of the skin. (Estrogen implant was suggested because of the severity of the disease although the reversal of the sexuality over a period of six to nine months is undesirable. Again it is known from experiments on rats that the germinal epithelium of the testes suffers severely. As far as I know sperm counts have not been carried out over the period of implant to determine if any permanent damage occurs in man treated with cestrogen implants.
However, this patient had been under constant treatment for four years, with periods up to a year in hospital. He was unable to work, and was showing the toxic effects of longstanding and extensive skin sepsis. At one time it was suggested that he might develop amyloidosis, for he lost a good deal of weight, developed an anemia of 60% hiemoglobin and was going downhill.
Dr. H. W. Barber: I have had considerable experience of this method of treatment. In one case of acne conglobata, in whom the condition had been present many years and was associated with the so-called acne keloid on the neck and occipital region, the lesions in the groins and on the buttocks were very similar to those in Dr. Forman's case, and the constantly recurring deep abscesses made his life almost unbearable.
Subcutaneous implantation of stilbcestrol by Dr. Peter Bishop was followed by complete involution of the whole condition. Removal of the pellets was followed by some degree of relapse, but his condition was satisfactory when he was last seen.
Dr. Bishop has treated several cases of severe cystic acne for me by the same method. The effects on the skin may be summarized as follows:
(1) The activity of the sebaceous glands is remarkably diminished.
(2) The pilo-sebaceous orifices are reduced in size and are no longer easily visible to the naked eye.
(3) The slight hypertrophy of the stratum comeum disappears, and the surface of the skin becomes smooth and delicate, like that of a child.
